Influence of uridine diphosphoglucuronic acid on bilirubin glucuronidation in liver microsomes from normal and spironolactone-treated rats.
The formation of bilirubin glucuronides was studied using liver microsomes from normal and spironolactone (SP)-treated rats. Increasing amounts of uridine diphosphoglucuronic acid (UDPGA) were added to the incubation mixture to investigate the influence of this nucleotide on bilirubin glucuronidation. The results demonstrated that microsomal preparations from SP-treated rats had a greater capability for bilirubin glucuronidation than normal microsomes which was mostly produced at the expense of bilirubin diglucuronide (BDG) formation. On the other hand, the increase in UDPGA concentration in the incubation mixture also produced an increase of BDG formation which was more important than that of monoglucuronide. These results support the hypothesis of different subunits in the glucuronyl-transferase moiety with different substrate specificities. In addition, the inducer effect of SP on bilirubin glucuronidation is in agreement to the results obtained in living rats which were described previously.